Sir, The Klebsiella pneumoniae carbapenemase (KPC) is a class A b-lactamase that confers resistance to virtually all b-lactams including carbapenems. Initially reported in the USA in a Klebsiella isolate in 1996, KPC-producing K. pneumoniae have been responsible for large nosocomial outbreaks in the USA, Israel and Greece where these isolates are now endemic in hospitals. 1 The rapid dissemination of KPC enzymes among and across different enterobacterial species is likely to be due to the localization of bla KPC genes on transferable broad host range plasmids and their association with a transposon, 2 but is also linked with a disseminated international clone of KPC-producing K. pneumoniae isolates of sequence type (ST) 258. 3, 4 Here we report on the first three cases of KPC-2-producing ST258 K. pneumoniae that were detected in Belgium, subsequent to the transfer of patients from three Greek hospitals.
In 2009, a patient with high-grade bladder neoplasm with pelvic metastases was transferred from a hospital in Greece to St-Pierre University Hospital in Brussels. Six weeks later, a patient with severe trauma was transferred from another hospital in the same region of Greece to the intensive care unit (ICU) of the same Brussels hospital. Finally, a few days later, the third polytrauma patient was transferred from the ICU of a hospital in Rhodes to the ICU of Erasme University Hospital in Brussels.
Upon admission, a urine culture for the first patient and rectal swabs from the two other patients revealed the presence of multidrug-resistant K. pneumoniae (isolates Hk1, Hk2 and Rh1, respectively) with reduced susceptibility to carbapenems.
No secondary local transmission occurred in the two hospitals following the rapid implementation of strict infection control measures.
MICs produced using the Vitek2 system (N046 AST cards) and Etest (AB BIODISK, Solna, Sweden) were interpreted according to clinical breakpoints from the European Committee for Antimicrobial Susceptibility Testing (EUCAST). The three multidrug-resistant isolates showed high-level resistance to all penicillins (including temocillin) and to all expanded-spectrum cephalosporins except cefepime to which they all remained borderline susceptible (MICs of 8-16 mg/L) ( Table 1) . Interestingly, the three isolates appeared to be of intermediate susceptibility to meropenem using the Vitek2 system (MIC of 4 -8 mg/L) while they were resistant to meropenem by Etest (MIC of 32 mg/L). All the isolates remained susceptible to gentamicin but were of intermediate 
susceptibility to tigecycline (MICs of 2 -4 mg/L). Isolate Hk2 was additionally resistant to colistin (MIC of 24 mg/L).
A clear synergistic effect was observed by a standard diffusion method between imipenem or meropenem and boronic acid (400 mg) in combined disc tests (not shown). 5 Analysis of b-lactamase genes by consensus PCR for bla TEM , bla SHV and bla CTX-M and sequencing (Macrogen, Inc.) revealed the presence of bla KPC-2 , bla SHV-12 , bla SHV-11 , bla OXA-9 (OXA9FW: 5 0 -AACGGCTTGACCCAGTCATGGC and OXA9RV: 5 0 -CCCAGCCCACG AACCAGCC) and bla TEM-1 , while genes encoding CTX-M type, VIM, IMP and OXA-48 were not detected.
PCR mapping and sequencing of the bla KPC -flanking region using combinations of primers 2 showed that bla KPC-2 was carried in a Tn4401 transposon identical to that found in pNGR from Greece. 2, 6 PFGE using XbaI-digested genomic DNA and multilocus sequence typing (MLST) performed according to the protocol described on the K. pneumoniae MLST website (http://www. pasteur.fr/recherche/genopole/PF8/mlst/Kpneumoniae.html) on Hk1, Hk2 and Rh1 confirmed the clonal relationship of the isolates and showed that they were all of ST258, which is emerging worldwide. 3, 4 Molecular and phenotypic analysis of transconjugants obtained in Escherichia coli J53 from Hk1 on brain heart infusion (BHI) medium supplemented with 150 mg/L NaN 3 and 100 mg/L ampicillin confirmed that bla KPC-2 was co-transferred with bla OXA-9 and bla TEM-1 , but not with bla SHV-12 . Association of bla OXA-9 with bla KPC-3 has already been described in isolates recovered in Italy and France. 3, 7 Transconjugant E. coli TC1 (Table 1 ) expressed a moderate level of resistance to carbapenems, possibly suggesting that a permeability defect or a higher level of expression in the clinical isolate could have contributed to higher carbapenem MICs.
To the best of our knowledge, these three isolates are the first KPC-producing K. pneumoniae strains detected in Belgium and they emerged almost simultaneously in time at two large hospitals in Brussels through three separate incidents involving transfer of patients from Greece. While no secondary cases occurred locally in the two hospitals, the detection of KPC-positive K. pneumoniae of ST258 represents a major threat because of its propensity to spread in several countries through Europe. The rapid dissemination of KPC enzymes in Enterobacteriaceae and in Pseudomonas aeruginosa worldwide and the dramatic consequences for treatment and infection control measures warrant a high degree of awareness and monitoring of these enzymes.
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